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InterStimâ implantation. Brain activity during urgency was compared to no urgency, and analysis was stratified according to response to InterStimâ.
RESULTS: The study included 12 women with idiopathic OAB with normal emptying (median age 63.5, IQR 11 years). All women underwent pre-InterStimâ fMRI, and 7 completed stage 2 InterStimâ and underwent post-InterStimâ fMRI (i.e. 7 responders, 5 non-responders). Among responders, brain activity decreased in the left cingulate gyrus (x,y,z coordinates: -5, 23, 39, p¼0.048) and left frontal gyrus (-5, 23, 39, p¼0 .04) after InterStimâ implantation (figure 1). There were no areas of increased brain activity after InterStimâ implantation. Women who responded to InterStimâ had increased brain activity on their pre-InterStimâ fMRI in multiple cortical regions, including the cingulate cortex, inferior frontal gyrus, insula, and thalamus. There were no differences in ICIQ-FLUTS filling scores or pre-InterStimâ fMRI filling volumes between responders and non-responders (p>0.05).
CONCLUSIONS: SNS with InterStimâ appears to attenuate increased brain activity in women with OAB. Women with OAB and increased brain activity during bladder filling may experience greater treatment response. fMRI has preliminarily detected a phenotype of OAB that may predict therapeutic response to InterStimâ. INTRODUCTION AND OBJECTIVES: Erectile dysfunction (ED) is a highly prevalent complication of radical prostatectomy (RP) with a reported incidence as high as 90%. Our previous studies in a rat model of bilateral cavernous nerve injury, which mimics nerve injury following RP, showed that neuronal nitric oxide synthase (nNOS) phosphorylation and uncoupling occurs in association with increased oxidative stress in the penis. However, the mechanisms of nNOS regulation in RP-associated ED in humans are poorly understood. We evaluated the effect of RP-associated cavernous nerve injury on nNOS post-translational modification in human erectile tissue.
Source of
METHODS: Human erectile tissue was obtained from 6 patients with RP-associated ED (median age: 60 [50-71] No patients in either group had comorbidities such as diabetes mellitus, hypertension, hypercholesterolemia or cardiovascular diseases. Samples were collected for molecular analyses of nNOS phosphorylation on activating (Ser-1412) and inhibitory (Ser-847) site, total nNOS expression, nNOS uncoupling (source of oxidative stress), caveolin-1 binding to nNOS (which decreases nNOS activity) and P-VASP Ser-239 (which indicates the integrity of nitric oxide signalling) by Western blot.
RESULTS: nNOS protein expression was decreased (p<0.05) in RP group compared to Control group. nNOS phosphorylation on positive (Ser-1412) regulatory site was decreased (p<0.05) while phosphorylation on negative (Ser-847) regulatory site was increased (p<0.05) in RP group compared to Control group. Caveolin-1 binding to nNOS was increased (p<0.05), while P-VASP (Ser-239) expression was decreased (p<0.05) in RP group compared to Control group. nNOS uncoupling was not different between groups.
CONCLUSIONS: nNOS function in the penis is impaired by deranged phosphorylation and increased binding Caveolin-1 to nNOS, conceivably resulting in ED in the face of RP. Our description of molecular factors contributing to the pathogenesis of RP-associated ED at the human level is relevant for advancing clinically therapeutic approaches to restore erectile function in RP patients. METHODS: RNA was isolated from the penis tissues from shame group and rats with cavernous nerve injury induced erectile dysfunction. The P1 chip from Thermo Fisher was used to analyse the miRNA expression profiling. The miRNA profilings were further validated by real-time polymerase chain reaction. The TargetScan and DAVID were used for bioinformatic analysis.
RESULTS: 124 miRNAs was found dysregulated in ED groups, in which 122 miRNAs were up-regulated. Of the 122 miRNAs, 21 miRNAs changed above twofold. miR-142, miR-101a and miR-200a were finally validated over-expressed in ED groups. TargetScan v7.1 was used to generate lists of target genes regulated by the two miRNAs. The lists were then sent to the bioinformatics database DAVID. GO and KEGG pathway analyses of the targets were performed. The results revealed that the three miRNAs could be involved in the processes of cell proliferation, differentiation, apoptosis, and so on. After bioinformatic analysis, Table 1 listed 4 pathways which correlated to the three miRNAs with statistical significance (P value < 0.05), and also might be involved in the pathogenesis of ED.
CONCLUSIONS: Three miRNAs were found up-regulated significantly in the corpus cavernosum of rats with cavernous nerve injury induced ED. The three miRNAs might play important roles in the development of ED by regulating several of pathways but future studies are needed to validate these regulation mechanisms directly. Vol. 197, No. 4S, Supplement, Sunday, May 14, 2017 THE JOURNAL OF UROLOGY â e611
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MP45-03 AGE RELATED PENILE HEMODYNAMIC IMPAIRMENT AND FIBROSIS: POSSIBLE ROLE OF GIV-WNT SIGNALING PATHWAYS
Tung-Chin (Mike) Hsieh*, Sadhna Kanoo, Jay Parikh, Valmik Bhargava,
INTRODUCTION AND OBJECTIVES:
Pathophysiology/ molecular mechanisms of age-related penile hemodynamic impairment are unclear. Previous studies suggest age-related increase in tissue fibrosis in several organs including male genital tissues leading to impaired hemodynamics and male erectile dysfunction (ED). We tested the hypothesis that increased penile/ perineal (ischiocavernosus; ICM) muscle fibrosis during advanced aging is mediated by a novel fibrogenic cascade involving GIV/girdin and Wnt signaling pathways. A clear understanding of these molecular mechanisms involved in penile fibrosis would enable development of optimal strategies to treat ED.
METHODS: Young (n¼3; 9 months) and old (n¼6; 36 months) New Zealand White rabbits were anesthetized and penile tissue microcirculatory blood perfusion (perfusion units-PU) was measured using a novel PeriCam PSI system. Blood perfusion measurements were made before and after an intracavernosal injection of vasoactive agent-PGE1 (50 ng). Penile (corpus cavernosum) and ICM tissues were harvested and paraffin sections of these tissues were subjected to: (1) trichrome staining (marker of fibrosis) followed by image analysis for evaluation of fibrosis and (2) immunostaining for specific markers of fibrosis: 1.
[beta]-catenin (central mediator of Wnt pathway) and 2. GIV/ girdin.
RESULTS: Representative tracings of time-course of penile blood perfusion measurements in response to intracavernosal PGE1 as well as age-related penile perfusion changes in young and old rabbits are shown in figure A. Photomicrographs of showing trichrome as well as immunostaining for fibrosis markers (GIV and [beta]-catenin) are depicted in Fig B. A significant impairment in penile perfusion (Fig A) and increased fibrosis of penile/ICM tissues was observed in old rabbits (Fig B) when compared to the young animals. Immunostaining studies revealed positive labelling for both GIV and and [beta]-catenin and increased immunoreactivity in the tissues from old rabbits (Fig B) . CONCLUSIONS: Our findings suggest age-related increase in penile/ perineal muscle (ICM) fibrosis may contribute to increased incidence of ED in older men. Targeting GIV-Wnt pathways may be beneficial in preventing age-related ED for the aging population.
Source of Funding: UCSD Academic Senate

MP45-04 BENEFICIAL EFFECTS OF QUERCETIN ON RAT CORPUS CAVERNOSUM AFTER CISPLATIN TREATMENT
Ilker Tinay*, Selin Cadirci, Istanbul, Turkey; Ozge Cevik, Sivas, Turkey; Feriha Ercan, Kutay Koroglu, Goksel Sener, Istanbul, Turkey INTRODUCTION AND OBJECTIVES: Cisplatin treatment leads to cytotoxic events and generates oxidative stress, which has deleterious effects on the function of several organ systems, including the corpus cavernosum. The present study was designed to investigate the putative beneficial effect of quercetin (QT) against cisplatin-induced corpus cavernosum damage.
METHODS: Twenty-eight adult male Sprague Dawley rats were included in the study. Six-teen rats were administered intraperitoneally (i.p.) single dose cisplatin 7?mg / kg and divided in to 2 groups: The first group (n¼8) received saline i.p., whereas the second group (n¼8) fed orally with 20?mg / kg QT, respectively, for 21 days. The remaining 12 rats served as the control group after i.p. saline, where 6 treated with QT. After decapitation, corpus cavernosum strips were placed in organ bath and isometric contractions to phenylephrine and relaxations to carbachol (10-8 to 10-4 M) were recorded. In order to examine oxidative tissue injury, malondialdehyde (MDA), 8-hydroxydeoxyguanosin (8-OHdG) and glutathione (GSH) levels and superoxide dismutase (SOD) and caspase-3 activities and caspase-3 protein expression in corpus cavernosum tissues were measured along with histologic evaluations.
RESULTS: In the cisplatin-treated corpus cavernosum, the contractile responses were lower than those of the control group and were reversed by treatment with QT (figure 1). On the other hand, increase in MDA and 8-OHdG levels, and caspase-3 protein expression and caspase 3 activities of tissues in the cisplatin group were significantly reversed by QT treatment ( figure 2 and 3) . Furthermore, treatment with QT also prevented the depletion of tissue GSH levels and SOD activity seen in the cisplatin group (figure 4). Histologic evaluations also supported the beneficial effects of QT treatment on corpus cavernosum.
CONCLUSIONS: According to the results, QT exerts beneficial effects against cisplatin-induced damage on corpus cavernosum through its anti-inflammatory and antioxidant effects.
